78. A composition according to claim 77, wherein the/ueficient levels of estrogen are caused by 
natural menopause, peri-menopause, post-menopause, hypogonadism, castration or primary ovarian 
failure. / 



79. A composition according to claim 77, wherein the diseases, disorders and symptoms are 
selected from the group comprising including/not flushes, sweating attacks, palpitations, sleep 
disorders, mood changes, nervousness /anxiety, poor memory, loss of confidence, loss of libido, 
poor concentration, diminished energy , jdiminished drive, irritability, urogenital atrophy, atrophy of 
the breasts, cardiovascular disease, ch^mge^m hair distribution, thickness of hair, changes in skin 
condition and osteoporosis. 

80. A composition according to claim 79, wherein the diseases, disorders and symptoms are 
selected from the group comprising including hot flushes, sweating attacks, palpitations, sleep 
disorders, mood changes, r^ervousness, anxiety, urogenital atrophy, atrophy of the breasts and 
osteoporosis. 

81. A composition according to claim 77, wherein the estrogen is selected from the group 
consisting of estradiol, estradiol sulfamates, estradiol valerate, estradiol benzoate, ethinyl estradiol, 
estrone, estriol, estriol succinate and conjugated estrogens, including conjugated equine estrogens 
such as estrone sulfate, 17 -estradiol sulfate, 17 -estradiol sulfate, equilin sulfate, 17 -dihydroequilin 
sulfate, 17 -dihydroequilin sulfate\ equilenin sulfate, 17 -dihydroequilenin sulfate andl7 - 
dihydroequilenin sulfate or mixtures thereof. 




82. A composition according to claim 81, whei^ffi the estrogen is selected from the group 
consisting of estradiol, estradiol sulfamates, e§fr6diol valerate, estradiol benzoate, estrone, and 
estrone sulfate or mixtures thereof. 



83. A composition accordingyro claim 82, wherein the estrogen is estradiol. 



84. A composition according to clain^^^^herein drospirenone (DRSP) is in micronized form. 

85. A composition according to claim^8j^^^erein the estrogen is in micronized form. 
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86. A composition according to claim 77, wherein the dose of DRSP corresponds to 15 to 70 
mg per cycle, such as 20 to 60 mg per cycle, p&rticularly 40 to 60 mg per cycle. 



87. A composition according to claim/77, wherein the amount of DRSP corresponds to a daily 
dose ranging from 0.25 to 10 mg, suchyas about 0.25 to 8, 0.25 to 6, 0.25 to 5, 0.5 to 4.5, 1 to 4, 
and 1.5 to 3.5 mg. 



88. A composition according/to claim 83, wherein the amount of estradiol corresponds to a 
daily dose ranging from 0.1 to/5 mg, such as about 0.2 to 4.5, 0.5 to 4, 1 to 3, in particular 1, 2, 
or 3 mg. 



89. A pharmaceutical composition comprising 

\ 

as a first active agent estradiol in amounts corresponding to a daily dose of 1 to 3 mg to treat 
diseases, disorders and symptoms associated with deficient endogenous levels of estrogen in 
women, 

and as a second active agent 6 ,7 ;15\l6 -dimethylene-3-oxo-17 -preg-4-ene-21,17-carbolactone 
(drospirenone) in amounts corresponding to a daily dose of 1 to 3.5 mg to protect the endometrium 
from the adverse effects of estrogen, 

together with a pharmaceutical^ acceptable excipient or carrier. 

90. A method of treating and preventing diseases^isorders and symptoms associated with 
deficient endogenous levels of estrogen in wometf'comprising administering estrogen in sufficient 
amounts to alleviate said diseases, disorders and symptoms and drospirenone in sufficient amounts 
to protect the endometrium from adverse^ffects of estrogen. 

91. A method according to claim 90, wherein the deficient levels of estrogen are caused by 
natural menopause, peri-menopause, post-menopause, hypogonadism, castration or primary ovarian 
failure. 



92. A method accoroijjg to claim 90, wherein the diseases, disorders and symptoms are selected 
from the group comprising i^uding hot flushes, sweating attacks, palpitations, sleep disorders, 
mood changes, nervousness, anxiety, poor memory, loss of confidence, loss of libido, poor 
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concentration, diminished energy, diminished drive, irritability, urogenital atrophy, atrophy of the 
breasts, cardiovasculak disease, changes in hair distribution, thickness of hair, changes in skin 
condition or for the prevention or management of osteoporosis. 



93. A method accordingVo claim 92, wherein the diseases, disorders and symptoms are selected 
from the group comprising including hot flushes, sweating attacks, palpitations, sleep disorders, 
mood changes, nervousness, anxiety, urogenital atrophy, atrophy of the breasts or for the 
prevention or management of osteoporosis. 




94. A method according to claim 90, wherein the estrogen is selected from the group consisting 
of estrogen is selected from the group consisting of estradiol, estradiol sulfamates, estradiol 
valerate, estradiol benzoate, ethinyl estradiol, estrone, estriol, estriol succinate and conjugated 
estrogens, including conjugated equine estrogens such as estrone sulfate, 17 -estradiol sulfate, 17 - 
estradiol sulfate, equilin sulfate, 17 -dihvdroequilin sulfate, 17 -dihydroequilin sulfate, equilenin 
sulfate, 17 -dihydroequilenin sulfate andli7 -dihydroequilenin sulfate or mixtures thereof. 




3 K 





A method according to claim 94, wherein the estrogen is selected from the group consisting 
of estradiol, estradiol sulfari^tes, estradiol valerate, estradiol benzoate, estrone, and estrone sulfate 
or mixtures thereof. 



llfan^tes, 



96. A method according to claim 95, wherein the estrogen is estradiol. 

97. A method according to claim 90^h^rein drospirerione (DRSP) is in micronized form. 

98. A method according to claim 90, wherein the estrogen is in micronized form. 

99. A method accoH^ing to claim 90, wherein the estradiol is in micronized form. 

1 00. A method according to claim 90, wherein the dose of drospirenone corresponds to 1 5 
to 70 mg per cycle, such as 20 to 60 mg per/6ycle, particularly 40 to 60 mg per cycle. 
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101. A method according to claim 90, wherein the^mount of drospirenone corresponds to 
a daily dose ranging from 0.25 to 10 mg, such as^out 0.25 to 8, 0.25 to 6, 0.25 to 5, 0.5 to 
4.5, 1 to 4, and 1.5 to 3.5 mg. 

102. A method 'according to claim ^o 5 wherein the amount of estradiol corresponds to a 
daily dose ranging from 0.1 to 5 n\g, such as about 0.2 to 4.5, 0,5 to 4, 1 to 3, in particular 1 
2 or 3 mg. 



103. A method according to claim 96 comprising administering estradiol in amounts , 
corresponding to daily doses of 1 to 3 mg and drospirenone in amounts corresponding to daily 
doses of 1 to 3.5 mg. 



104. A method according claim 90, comprising 
administering for 10 to 12 days a daily dosage unit comprising estradiol in amounts corresponding , 
to daily doses ranging from 0.1 to 5 mg; and / ^ 
administering for 10 to 12 days a daily dosage unit comprising estradiol in amounts corresponding 

from 0.1 to 5 mg and drospirenone in amounts corresponding to daily doses 



to daily doses ranging 
ranging from 0.25 to 6 mg; and 



105 



lauguig iium \J .^u lu w 1115, anu t 

administering for 4 to 8 days a daily <aosage unit comprising estradiol in amounts corresponding to 
daily doses ranging from 0.25 to 5ymg. 

A method according to/claim 90, comprising 
administering for 10 to 12 days a daily dosage unit comprising estradiol in amounts corresponding 
to daily doses ranging from/0.1 to 5 mg; and 

administering for 10 to 12r days a daily dosage unit comprising estradiol in amounts corresponding 
to daily doses ranging f/om 0.1 to 5 mg and drospirenone in amounts corresponding to daily doses 
ranging from 0.25 to^> mg; and 

administering for 4 to 8 days a daily dosage unit comprising of a placebo or blank. 
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106. A method according to claim 90, comprising / 

administering for at least 21 days a daily dosage unit>cornprising estradiol in amounts corresponding 
to daily doses ranging from 0.1 to 5 mg and drospi/enone in amounts corresponding to daily doses 
ranging from 0.25 to 6 mg; and / 

administering for no more than 7 days a daily closage unit comprising of a placebo or blank. 

107. A method according to claim 90, comprising 

administering for at least 21 days a daily/aosage; unit comprising estradiol in amounts corresponding 
to daily doses ranging from 0.1 to 5 mg and drospirenone in amounts corresponding to daily doses 
ranging from 0.25 to 6 mg; and / 

administering for no more than 7 days a daily dosage unit comprising estradiol in amounts 
corresponding to daily doses ranj^ing from 0.1 to 5 mg. 

108. A method according to claim 90, comprising 

administering for 21 to 28 days a daily dosage unit comprising estradiol in amounts corresponding 
to daily doses ranging from 0.1 to 5 mg and drospirenone in amounts corresponding to daily doses 
ranging from 0.25 to 6 mg. 

109. A method according to claim 90, wherein the estrogen is administered continuously. 

110. A method according to claim 90, wherein the estrogen and drospirenone are administered 
continuously. 

111. A method according to claim 90, wherein the estrogen is administered continuously and 
drospirenone is administered sequentially. - • 

112. A method according to claim 111, wjj^rein the estrogen dosage is lower for the 1 to 7 days 
immediately following said sequential adfmnistration of drospirenone. 

113. A method according to claim 90, wherein estrogen is administered continuously and 
drospirenone is administered in an interrupted manner. 

\ 

t 

114. A method according to claim 113, wherein estrogen is administered continuously for 21 to 
30 days and drospirenone is administered in a 3-day-on-3-day-off cycle. 
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115. A method according to claim 114, wherein drospirenone is administered on days 4 through 
6, 10 through 12, 16 through 18, 22 through 24, and 28 through 30. 

116. A method according to claim 90, wherein the estrogen and the drospirenone are each 
administered sequentially with a treatment^free ihtoryal. r : . 

117. A method according to claim 90, comp/ising 

administering for 20 to 24 days a daily dosaggrUnit comprising estradiol in amounts corresponding 
to daily doses ranging from 0.1 to 5 mg, 

and drospirenone in amounts corresponding to daily doses ranging from 0.25 to 6 mg for the last 10 
to 12 days of said 20 to 24 days, and 

administering for 4 to 8 days a daily dosAge unit comprising no active ingredient. 

118. A method according to claim 00, comprising 

administering for 20 to 24 days a dany dosage unit comprising estradiol in amounts corresponding 
to daily doses ranging from 0.1 to f mg, and drospirenone in amounts corresponding to daily doses 
ranging from 0.25 to 6 mg for thor last 10 to 12 days of said 20 to 24 day, and 
administering for 4 to 8 days a daily dosage of unit comprising estradiol in amounts less than daily 
dosage unit taken for said 20 to 24 day administration of estradiol. 

119. A method according Ao claim 90, comprising 

administering for 20 to 24 aays a daily dosage unit comprising estradiol in amounts corresponding 
to daily doses ranging from 0. 1 to 5 mg, 

and drospirenone in amounts corresponding to daily doses ranging from 0.25 to 6 mg for the last 10 
to 12 days of said 20 to/24 day, and 
not administering any yflosage units for 4 to 8 days. 

120. A method according to claim 90, whereinjfcffe estrogen and/or drospirenone are 
administered in oral formulation, from a patch<rrom an implant or combinations thereof. 



121. A method according to claim 
administered in oral formulation. 



10, wherein the estrogen and/or drospirenone are 
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122. A method according to claim 104, wherein the daily dosage units are administered for 1 to 
12, preferably 2 to 8, such as 2, 3, 4 5, 6, 7, and 8 multiples of28 days. 

123. A multi-phased pharmaceutical preparation consisting of a number of separately packaged 
and individually removable daily dosage units placed into amackaging unit and intended for oral 
administration for a period of at least 21 days wherein said daily dosage units comprise a 
combination of estradiol in an amount ranging from about 0.1 to 5 mg and drospirenone in an 
amount ranging from about 0.25 to 6 mg. / 

124. A multi-phased pharmaceutical preparation ao/cording to claim 123 consisting of a number 
of separately packaged and individually removable daily dosage units placed into a packaging unit 
and intended for oral administration for a period oy28 days. 

125. A multi-phased pharmaceutical preparation according to claim 124 consisting of a number 
of separately packaged and individually removable daily dosage units placed into a packaging unit 
and intended for oral administration for a period of 28 days, 

wherein at least 21 said daily dosage units comprise a combination of estradiol in an amount 
ranging from about 0.1 to 5 mg and drospirenone in an amount ranging from about 0.25 to 6 mg; 
and / 
no more than 7 said dosage units comprise a placebo or a blank. 

126. A multi-phased pharmaceutical preparation according to claim 124, wherein 

at least 21 said daily dosage units comprise a combination of estradiol in an amount ranging from 

about 0.1 to 5 mg and drospirenone in an amount ranging from about 0.25 to 6 mg; and 

no more than 7 said dosage units comprise estradiol in an amount ranging from about 0.1 to 5 mg. 

127. A multi-phased pharmaceutical preparation according to claim 124, wherein 

at least 10 said daily dosage units comprise estradiol in an amount ranging from about 0.1 to 5 mg; 
and / 

at least 10 said daily dosage units comprises a combination of estradiol in an amount ranging from 
about 0.1 to 5 mg and drospirenone in an amount ranging from about 0.25 to 6 mg; and 
no more than 8 of said daily dosage units comprise a placebo or blank. 
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128. A multi-phased pharmaceutical preparation according to claim 124, wherein 
at least 10 said daily dosage units comprise estradiol in an amoiyit ranging from about 0.1 to 5 mg; 
and 

at least 10 said daily dosage units comprises a combination of estradiol in an amount ranging from 
about 0. 1 to 5 mg and drospirenone in an amount ranging from about 0.25 to 6 mg; and 
no more than 8 of said daily dosage units comprise estradiol in an amount ranging from about 0. 1 
to 5 mg. 

129. A multi-phased pharmaceutical preparation according to claim 123, consisting of a number 
of separately packaged and individually removable daily dosage units placed into a packaging unit 
and intended for oral administration for a period oy21 to 30 consecutive days, 

wherein 10 to 15 said daily dosage units comprise^ a combination of estradiol in an amount ranging 
from about 0. 1 to 5 mg and drospirenone in an /mount ranging from about 0.25 to 6 mg; and 

130. A preparation according to claim 123/ wherein the number of daily dosage units is at least 
21 or a multiple of 21 such as 2 to 12, particularly 2 to 8, such as 2 to 6. 

131. A preparation according to claim A23, wherein the number of daily dosage units is 28 or a 
multiple of 28 such as 2 to 12, particulai/ly 2 to 8 such as 2 to 6. 



132. A preparation according to claim 123, wherein said daily dosage units comprise estradiol 
and/or drospirenone in micronized form or sprayed from a solution onto particles of inert carrier.— 
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